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Table 7
Efficacy by Age: Study 302

Aged >/=65 Years  Aged <85 Years

n= MeanAge HgbAicEndpoint HgbAicDelta =" n= MeanAge HgbAic Endpoint HgbAic Delta =" Endpoint P-value [
Placebo | i
N e 100 e 88 » ak B i B30 i
Not-Naive 16 [ 8.72 0.49 19 9.51 1.14
Naive 34 7.92 0.14 98 7.95 0.12
N i T . T VIR 1 .
Not-Naive 15 7.25 -0.61 25 8.46 -0.04
Naive 40 ‘ 7.37 - -0.28 87 7.57 -0.29
120 mg TID
Not-Naive 17 7.85 -0.56 19 7.95 -0.33
Naive 27 7.58 0.51 104 7.53 -049
1MWmgTID - i
Y PO~ NS
Not-Naive 15 .
Naive 38 1.27 o 0.74 92 7.42 -0.67



Table 8 .
Efficacy by Gender: Study 302

Male | Eemale .= |

n= int HgbAicDeita o= HgbAilc Endpoint HgbAic Deita Endpoint P-value Delta P-value
Placebo |
Mv. . ...,.W@.u%mﬁ s 631? i Ao 0’1_6 3 "‘m““‘ shiiich, m"' i MMW&M&.«‘_&*.J&&M
Not-Naive 21 9.00 1 0.67 13 9.46 .0.56
Naive 77 7.94 . 0.00 55 7.93 0.29
Moiin e TR it s A i O i . »
Not-Naive 22 7.71 -0.53 16 8.35 -0.10
Naive 77 7.46 . -0.37 50 7.61 7 0.16

|
120 mg TID i |
AL T T8
7.86

. Not-Naive 23

0.52 ) ‘
" Naive 74 7.55 -1.00 55 7.53 0.49 . !
180 mg TID
M. . SRS £ - ] S

Not-Naive 20 797 -0.26 15.00 7.85 -0.83
Naive 74 7.59 -0.59 57.00 717 0.78



Fig. 4
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Fig. 5 | o
HgbA1c over Controlled Trial 251 (12 weeks) and Extension:

DJN 608 Add-on to Glyburide: Study 251
9.5 "

9.0 | |

HgbA1c (%)
~N © ®
(8} o o

N
(=)

6.5 .
week -2 week 0 week 12 week 24 week 36 week 52
~ Time
‘ —.—pla?ebo'bglyburide 10 mg/d n=52 ‘—O—DJN 60 mg TID+glyburide 10 mg/d n=49 = & DJN 120 mg TID+glyburide 10 mg/d n=46 i

'l



HgbA1c (%)

9.5

©
o

ot
o

o
(=)

N
()]

65 [

6.0

Changes in HgbA1c over Time and by Prior ADi'abetic Drug Use:

Study 351

i
|
|
T
I

e===Drug DJN
e=@==Drug COMBO
=== Drug MET
o= Drug Place. o
= & Naive DIJN
= @ Naive COMBO
= & Naive MET
= &= Naive Placebo

t=-4 weeks
Washout

t=0 weeks
Baseline

up to 24 weeks
Endpoint




Fig. 7 ‘
HgbA1c Levels in Patients on Metformin +I-Nataqlinide: Study 354
(Patients with HgbA1c Levels <7% at t=0 Iincluded)
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Fig. 8 - HgbA1c Levels in Patients Who Failed Metformin: Study 354

(Patients with HgbA1c Levels <7% at t=0 Excluded)
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Table 9
Measures of Glycemic Control: Study 355

Eructosamine
=OWks p t=8Wks n
(umolidt) ' (umolic)

Placebo '

naive 2354 2 23689

naive, 2265 3¢ 2115 wu
DJN vs Placebo (alt) p= NS. 0.001
DJIN vs Gly (all) p= 0.001 NS.

Gly vs Piacabo (alt) p= 0.15 <0.001

Excursion=2 hv PP-fasting glucose

Easting Serum Glucose

Delta o t=0Wks o

{umol/di)

18 =

<150
0.003
<0.001

<0.001

(mgidi)

195.7

180.4
NS.
0.04

NS.

kL

=8 Wke
{mp/c)

203.1

1659
0.002
0.01

146.8
<0.001

2Hr PP

Delta 0o =8Wks 1

(mg/di)

-14.3 M
0.008
<0.001

563 2
<0.001

(mgidi)

<0.001
NS.

176.0
<0.001

|

2453 15 2541 17 53 s 2112 w7 22192 v 100 v 2827 16
82 2 »240.5 30

2275 12 2233 12 -142 12 2162 12 2071 12 -92 12 2241 1
166.7 13s

2558 19 2184 19 -374 19 2310 1w 1603 1w -707 11 2135 1w
naive 2466 29 2090 29 -376 22 203.1_

28

Glucose Excursion
£=8 Wiy
(mgidi)

622
374

113
-5.0
<0.001
<0.001

16
3

1
5

19
28

AUC-2 ir AUC4 Hr
o =SWks pn 1=8Wiks ;a
mgxheidh mgxheidt |
5470 15 10202 s
5067 30 9364 20
4864 11 8396 12
3772 3 6580 s
<0.001 <0.001
NS. NS.
4231 18 7626 19
3801 27 6581
<0.00 <0.001

|



Table 10 '
Measures of Glycemic Control: Study 351 |

HabAtc ' Easting Plasma Glucose 2HWIPP  Glucose Excursion AUC-2Hr
=OWks n (=24Wks n Delta ¢ =0Wks o t=24Wks n DelMa p (=24Wks g =24 Wis 0 PFWks g
%) %) % (mgidi) (engidi) (mgidi) (mgidi) {mg/de) (mgxhridt)
Elaﬁg.g
Not-naive 817 3 889 % 070 3 1885 3 1970 3s 85 38 2399 3 434 37 4936 7
Naive 8.07 73 8.31 74« 023 73 1811 72 1920 73 110 72 2204 (14 28.4 66 4640 66
DJN 608 '
Not-naive 853 &7 8.26 57 026 s7 2088 ss 1955 s7 -120 586 2154 ss 200 56 4611 85
Naive 8.15 78 7. 78 083 78 1824 2 1689 82 -155 82 1718 7 57 7 3831 78
OJN vs Placebo (ak) p= 013 <0.001 <0.001 0.12 0.02 <0.001 <0.001 <0.001 <0.001
DJN vs Metlormin (i) p= NS. 0.08 0.008 NS. 0.01 0.006 NS. ~ <0.001 NS.
DUN vs Combo (al) p= 005 <0.001 <0.001 0.14 <0.001 <0.001 . <0.001 NS. <0.001
Not-naive 873 54 768 s5¢ -105 54 2148 54 17268 s4 422 54 1976 4 293 @ 4214 4
Naive 817 = 7.30 a1 088 o - 1786 e 1579 8¢ -203 83 1827 17 244 75 3918 75
. Metformin vs Placebo (all) p= 0.04 <0.001 <0.001 0.09 <0.001 <0.001 <0.001 0.10 <0 001

Not-naive 89.1 7.19 60 -172 e 2137 es 1584 e -553 68 1760 oe - 165 68 3802 65
Nalve 824 o8 6.62 68 -162 68 1872 o6 1467 67 407 66 1498 o8 38 68 3468 7
Combo vs Placebo (ak) p= <0.001 «<0.001 <0.001 0.002 <0.001 <0.001 <0.001 <0.001 <0.001

|
PP=postprandial
AUC=area-under-the-curve
hr=hour

Excursion=2 iw PP-fasting ghucose
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Table 11 | |
Correlation Coefficients for Parameters of Glycemic Control (LOCF): Study 302

Placebo ‘
not-naive 0.84 g 0.65 0.84 0.66
naive 0.72 | 0.56 0.76 ‘ 0.60
DN 60 mg | f
not-naive 0.68 ; 0.67 054 0.55
naive 0.69 , 0.35 0.62 0.62
QJIN 120 mg | i

not-naive 0.49 1.00 0.76 0.82
naive 0.73 0.65 ' 0.67 0.65
DJN 180 mg ’

not-naive 0.69 0.60 0.75 0.73
naive : 0.71 0.57 0.78 0.64

LOCF-=last observation carried forward



‘Table 12

Correlation Coefficients for Parameters of G

Fructosamine vs. Fasting Plasma Glucose

DJN 608
Glyburide -
Placebo :

Fructosamine vs. 2 Hour Glucose
OJN 608

Glyburide
Placebo

vs. Gl AUC- r
DJN 608
Glyburide
Placebo ‘ !

i . Gl AUC4 [
DJN 608 -
Glyburide

OJN 608
Glyburide
Placebo ’

mi = . HgbA1c at t=-2 Week

Naive patients -

“Unless otherwise specified, values are those at t=0 and t=8 weeks.

=
0.63
0.60
0.82

0.66
057
0.82

0.72
0.48
0.85

0.70

0.42
0.72

0.29
0.22
0.30

0.59

i

lycemic Control: Study 355* o

Change in Fructosamine vs. Change in ngtinﬁ Plasma Glucose (over 8 weeks)

DJN 608
Glyburide !
Placebo

Change in Fructosamine vs. 2 Hour Glucose
DJN 608

Glyburide
Placebo

in in . Gl AUC-2 r
DJN 608
Glyburide
Placebo
|

Change in Fructosamine vs. Glucose AUC-4 Hour
DJN 608

Glyburide
Placebo

h in Fructo ine vs. Glucose Excursion
DJN 608
Glyburide
Placebo

0.24
0.46
0.57

0.5
0.10
0.34

0.23
0.25
0.40

0.28
0.05
0.37

0.03
0.08
0.02



Table i3

Correlation Coefficients for Parameters of Glycemic Control: Study 351

HgbA1c vs. Fasting Pasha Glucose
Placebo .

DJN 608
Metformin
DJIN+Metformin

bA1¢ vs. 2 Hour Gl |
Placebo ,
DJN 608

Metformin

DJN+Metformin i

lu AUC-2 Hour
Placebo
DJN 608
Metformin
DJN+Metformin

1¢ vs. Glu xcursion
Placebo
DJN 608
Metformin
DJN+Metformin

*Values are those at t=0 and t=24 weeks.

.

=
0.71
0.80
0.81
0.84

0.81
0.76
0.79
0.77

0.81
0.78

' 0.82
083

0.30
0.25
0.16
0.11

Change in HgbA1c vs. Change in Fasting Plasma Glucose (over 24 weeks)
Placebo ‘ ; ;

DJN 608 .
Metformin |
DJN+Metformin

C j 1C vs. r
Placebo :

DJN 608

Metformin

DJN+Metformin

i icvs. Gl AUC-2 Hour
Placebo
DING0O8 ' ‘
Metformin ‘
DJN+Metformin

icvs Gi XCursion
Placebo
DJN 608
Metformin
DJN+Metformin

I
]

=
0.67
0.63
0.68
0.62

0.56
0.39
033
0.22

0.60
043
0.40
0.31

0.08
0.10
-0.12
-0.19



Appendix 1

Panel A-3

Fructosamine (umol/dl)

Fructosamine vs. Glucose Excursion:
Glyburide (Study 355; 8 Weeks)
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Appendix 1

Panel A-1 Fructosamine vs. Glucose Excursion:
. Placebo (Study 355; 8 Weeks)
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Appendix 1

Panel A-2

Fructosamine (umol/dl)

Fructosamine vs. Glucose Excursibn:
DJN 608 (Study 355; 8 Weeks)
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Appendix 1 o o -
Panel B-1 Change in Fructosamine vs. Glucose Excursion:

‘Placebo (Study 355; 8 Weeks)
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Appendix 1 '
Panel B-2 Change in Fructosamine vs. Glucose Excursion:

DJN 608 (Study 355; 8 Weeks)
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Appendix 1
Panel B-3

Change in Fructosamine (umol/dl)
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Change in Fructosamine vs. Glucose Excursion:

Glyburide (Study 355; 8 Weeks)
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Appendix 1

Panel C-1

Fructosamine (umol/di)
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Appendix 1

Panel C-2

Fructosamine (umol/dl)
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Appendix 1
Panel C-3

Fructosamine (umol/dl)
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Appendix 1
Panel D-1 Changes in Fructosamme vs. 2 Hour Post-prandlal Glucose:

Placebo (Study 355; 8 Weeks)
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Q:ﬁz." S‘.’;‘ Changes in Fructosamine vs. 2 Hour Post-prandial Glucose:

DJN 608 (Study 355; 8 Weeks),
I
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Appendix 1

Panel D-3
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Appendix 2

Panel A-1

2 Hour Glucose Minus Fasting Glucose

(mg/dl)
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Appendix 2 '
Panel A-2 | Endpoint HgbA1c vs. Glucose Excursion:

DJN 608 (Study 351; 24 Weeks)

2 Hour Glucose Minus Fasting Glucose
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Appendix 2 . ‘ | .,
Panel A-3 Endpoint HgbA1c vs. Glucose Excursion:

Metformin (Study 351; 24 Weeks)
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Appendix 2 N o | _
Panel A4 Endpoint HgbA1c vs. Glucose Excursion:

‘Combo (Study 351; 24 Weeks)
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2:,'::' 3'.’:2 Change in HgbA1c vs. Glucose Excursion:

Placebo (Study 351; 24 Weeks)
I

2 Hour Glucose Minus Fasting Glucose
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| |
ﬁiﬁi." S‘.’;Z | Change in HgbA1c vs. Glucose Excursion:

DJN 608 (Study 351; 24 Weeks)
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Appendix 2
Panel B-3

Change in HgbA1c vs. Glucose Excursion:
Metformin (Study 351; 24 Weeks)
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", Appendix2

Panel B4

Change in HgbA1c vs. Glucose Excursion:

Combo (Study 351'; 24 Weeks)
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Appendix2 | | |
pZSZ C-1 Endpoint HgbA1c vs 2 Hour Post-prandial Glucose:

Placebo (Study 351; 24 Weeks)
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Appena 2 Endpoint HgbA1c vs. 2 Hour Post-prandial Glucose:

DJN 608 (Study 351; 24 Weeks)

500
450
400 |
3 350 | | ¢
E ,
g 300 L 3 ? ¢
(o]
§ 250 “. ’
g 200
2 150
N
100
50 | ‘
¥ 0 ‘ : . . 1 , ' i T‘ !
4 5 6 7 8 9 10 11 12

HgbA1c (%)



!

ndix 2 '
22.’12. g-s Endpoint HgbA1c vs. 2 Hour Post-prandial Glucose:

Metformin (Study 351; 24 Weeks)
]
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| i‘
HgbA1c at Endpoint vs. 2 Hour Post-pranqial Glucose:
Combo (Study 351; 24 Weeks)

Appendix 2
Panel C-4
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Qﬁﬁ:{' 3‘.",2 Change in HgbA1c vs 2 Hour Post-prandial Glucose:

Placebo (Study 351; 24 Weeks)
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Appendix 2

Panel D-2 | Change in HgbA1c vs 2 Hour Glucose: -

| DJN 608 (Study 351; 24 Weeks)
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Appendix 2

Panel D-3 Change in HgbA1¢ vs. 2 Hour Post-pra_ndiall Glucose:

Metformin (Study 351; 24 Weeks) |
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Appendix 2
Panel D-4

l

Change in HgbA1c vs. 2 Hour Post-prandial Glucose:
Combo (Study 351; 24 Weeks)
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Fig. 9
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Fig. 10
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Fig. 11 | R
Glucose Parameters in Naive and Non-Naive Patients by

- Treatment Group: Study 351
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Fig. 12

Glucose AUC after Sustacal Challenge vs. Change in
Fructosamine over 8 Weeks by Drug Treatment: Study 355
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Fig. 13 B

over 24 Weeks by Drug Treatment: Study 351
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Fig. 14
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Table 14 ‘ i '
Mean of HgbA1c Values at Each Timepoint and by Cohort (designated by time of patient drop-out): Study 251

|
Week -2 Week 0 Week 12 Week 24 Week 36 Week 52 Number of Patients in Cohort

Placebo+Glyburide (10 mg/d) 8.72 8.69 8.96 8.7 8.81 8.77  n=52 of enrolled patients that had values at 12 weeks
8.33 8.32 8.26 8.43 8.56 8.77 n=17 at 52 weeks
8.43 8.27 l8'83 932 952 | n=6 stopped between 36 & 52 weeks
8.40 8.30 8.55 8.90 n=2 stopped between 24 & 36 weeks
9.05 9.06 9.46 n=27 stopped between 12 & 24 weeks
8.48 8.43 nag stopped before 12 weeks i
8.69 8.67 n=58 of enrolled patients had vaiues at baseline
DJN (60 mg TID)+glyburide (10 mg/d) 8.70 867 . 909 8.86 9.06 8.75  n=49 of enroed patients that had values at 12 weeks
8.21 8.15 8.41 8.23 8.54 8.75 n=14 at 52 weeks
8.70 878 ' 878 10.38 10.88 n=4 stopped between 36 & 52 weeks
8.40 8.50 9.13 9.77 . n=3 stopped between 24 & 36 weeks
8.97 8.94 9.48 n=28 stopped between 12 & 24 weeks
8.84 '8.98 n=9 stopped before 12 weeks
8.72 8.72 n=58 of enrolled patients had values at baseline
DJN (120 mg TID)sglyburide (10 mg/d) 8.65 8.64 8.70 8.47 8.66 i 8.49 n=46 of enroled patients that had values at 12 weeks
: ‘ 809 796 7.75 8.04 8.31 8.49 n=17 at 52 weeks
8.38 8.38 8.84 9.18 9.86 n=5 stopped between 36 & 52 weeks
9.35 9.45 9.55 10.35 =2 stopped between 24 & 36 weeks
9.05 9.15 9.31 n=22 stopped between 12 & 24 weeks
903 905 n=10 stopped before 12 weeks
8.72 8.71 n=56 of enrolled patients had values at baseline

35



Fig. 16
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Fig. 17
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Fig. 18
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Table 15

Mean of HgbA1c Va
Week-2 Week0 Week12 Week24 Week 36

Placebo

DJN 608
120 mg TID

Metformin
500 mg TID

Combination

DONDODOD ODPOPODOD® OCEITVWEOO PO®PN

8.16 . 8.49 859
8.21 . 8.54 8.48
8.12 8.17 8.21 8.62
96 7.90 8.15 8.50
61 8.72 9.54
54 8.73
25 8.31
29 8.34 8.31 8.08
36 8.42 7.41 7.42
30 8.25 8.05 8.03
18 8.28 7.68 7.94
30 8.86 8.40
09 8.34
26 8.34
42 8.49 7.7 7.44
40 8.45 7.54 7.23
26 8.23 7.43 7.24
24 8.38 7.88 7.88
23 9.29 8.49
21 8.34
39 8.47
44 8.54 6.95 6.91
43 8.56 6.87 6.80
30 8.37 6.93 6.93
62 8.69 7.14 7.12
93 7.99 6.79
06 8.25
38 8.48

1.75
7.68
7.98

® N~
®Ig

NO~N
-h
)

17.83

7.44
7.44

lues at each Timepoint énd by Cohort (designated by time of patient drop-out)§ Study 351 |

Wg,egssz Number of Patients in Cohort
7.85

n=134 of enrolied patients had values at 12 weeks
n=60 at 52 weeks

n=18 stopped between 36 & 52 weeks

n=41 stopped between 24 & 36 weeks 1
n=14 stopped between 12 & 24 weeks

n=38 stopped before 12 weeks

n=172 of enrolled patients had values at baseline

n=157 of enrolled patients had values at 12 weeks
n=66 at 52 weeks

=23 stopped between 36 & 52 weeks
'n=50 stopped between 24 & 36 weeks

n=18 stopped between 12 & 24 weeks
n=21 stopped before 12 weeks
n=178 of enrolied patients had values at baseline

n=156 of enrolied patients had values at 12 weeks
n=78 at 52 weeks

n=18 stopped between 36 & 52 weeks

n=44 stopped between 24 & 36 weeks

n=15 stopped between 12 & 24 weeks

ne=22 stopped before 12 weeks

n=177 of enrofled patients had values at baseline

n=146 of envolled patients had values at 12 weeks
n=82 at 52 weeks

n=15 stopped between 36 & 52 weeks

n=40 stopped betwelen 24 & 36 weeks

n=9 stopped between {2 & 24 weeks

n=26 stopped before 12 weeks

n=172 of enrolled patients had values at baseline
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Fig. 19
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Fig. 20
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Fig. 21
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Fig. 22
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Table 16

Serious Adverse Events and Adverse Events That Resulted in Discontinuation vs. Treatment

Cohort'
Treatment DJN | DIN+Metformin_ DJN+Glyburide | Metformin | Glyburide | Placebo
N randomized 1448 640 114 406 293 459
AE->DC* - 78 46 9 29 11 28
(5.4%) . (12%) (7.9%) (7.1%) (3.8%) (6.1%)
Serious AE 56 30 2 18 20 20
(3.9%) (4.7%) (6.1%) (4.4%) (6.8%) (4.4%)

AE=adverse events DCw=resulted in discontinuation %=percentage of that trestment group




